and generalized nontender lymphadenopathy. Cutaneous examination revealed numerous discrete brownish to red scaly papules and plaques distributed over the scalp, face, chest, abdomen, trunk, and groin (seborrheic distribution). Most of the lesions on the chest and abdomen looked psoriasiform [ Figures 1 and 2] . Palms, soles, nails, and mucosae did not show any abnormality. The systemic survey was significant for the presence of tachypnea, tachycardia, hepatomegaly (4 cm below costal margin), and splenomegaly (2.5 cm below costal margin). Routine laboratory investigations were performed. Important findings were hemoglobin 3.8 g%, total leukocyte count 30,300/mm 3 , platelet count 54,000/mm 3 , bilirubin 4.2 mg%, and serum glutamic oxaloacetic transaminase: 146 U/L. Ultrasonography of the abdomen showed a diffuse increase in echogenicity suggestive of chronic hepatitis. Bone marrow aspiration findings were within normal limits. X-ray skull did not show any abnormality. Histological
INTRODUCTION
L angerhans cell histiocytosis (LCH) is a group of disorders caused by the reactive proliferation of bone marrow-derived immature myeloid dendritic cells in the skin and visceral organs. [1] The variant with multifocal and multisystem involvement (Letterer-Siwe type) carries the worst prognosis. In 1868, Paul Langerhans discovered the epidermal dendritic cells which are now referred to as "Langerhans cells."
CASE REPORT
An 11-month-old irritable male child (weight 4 kg) born of nonconsanguineous parentage presented with itchy scaly lesions over the head, neck, trunk, abdomen, and limbs, present over the preceding 4 months. He had received multiple topical and oral medicines from various physicians, but the resolution was partial. Now, there was a sudden exacerbation of lesions. There was a history of occasional fever, poor feeding, and failure to thrive. There was no history of aural discharge, bleeding from the nose, hematemesis, hematuria, bleeding per rectum, and neurological changes. Family history was noncontributory. General examination showed pallor, pedal edema DISCUSSION LCH is a rare heterogeneous group of disorder characterized by an accumulation or clonal proliferation of Langerhans-type cells that share immunophenotypic and ultrastructural similarities with antigen-presenting LCs. [2] For this reason, it was hypothesized that the disease originated from epidermal LCs. However, more recent studies using cell-specific gene expression profiling suggest that LCH arises from bone marrow-derived immature myeloid dendritic cells rather than from epidermal LCs.
The current nomenclature by the Histiocyte Society and the World Health Organization separates LCH disorders from non-LCH histiocytic syndromes and malignancies. LCH is divided into three groups: "unifocal (eosinophilic granuloma), multifocal unisystem (Hand-Schüller-Christian disease), and multifocal multisystem (Letterer-Siwe disease)." [3] examination showed marked epidermotropism of large cells (histiocytes). The cells were large, having abundant pink cytoplasm and reniform nuclei. Besides, there was a mixed infiltrate of lymphocytes, neutrophils, and eosinophils [ Figure 3 ]. On immunohistochemistry, the cells were found to be CD1a and S-100 positive [ Figure 4 ]. Based on clinicopathological correlation and immunohistochemistry findings, a final diagnosis of multifocal multisystem LCH (Letterer-Siwe disease) was done for our patient. The child was admitted to the Department of Pediatrics and therapy with vinblastine and prednisolone was given as per the Histiocyte Society guidelines for LCH with multisystem involvement. In addition, antipyretics, antibiotics, hematinics, etc., were prescribed. Unfortunately, the patient succumbed to acute respiratory distress syndrome within 4 days of admission. LCH has varied clinical manifestations and an unpredictable course. Multifocal multisystem LCH, earlier called Letterer-Siwe disease (derived from the names of Erich Letterer and Sture Siwe), is a rapidly-progressing disseminated disease involving LCs proliferation in many tissues. It generally affects children under 2 years of age and has the poorest prognosis, consistent with our case. Skin involvement is in the form of recurrent pyoderma such as lesions with crusting and scaling, vesiculopustular and purpuric eruption occurring in crops over the face, scalp, trunk, and intertriginous area, resembling seborrheic dermatitis. Intraoral hemorrhage, gingivitis, loose teeth, floating teeth, precocious eruption of teeth and ectopic teeth also may be seen. Lesions may affect a variety of other systems, including bones (skull, ribs, humerus, and vertebra), gastrointestinal tract (GIT) involvement (liver, spleen), lymph nodes, bone marrow, central nervous system, and less frequently lungs. [4] The differential diagnosis for LCH may include other histiocytic lesions (Rosai-Dorfman disease, Erdheim-Chester disease, juvenile xanthogranuloma), dendritic neoplasm (follicular dendritic cell sarcoma and interdigitating dendritic cell sarcoma), lymphoma, and LC sarcoma. [5] The classical histopathologic feature of LCH is the presence of lesional histiocytes of LC phenotype, with varying proportions of T-lymphocytes, eosinophils, macrophages, and multinucleated giant cells. The presence of Birbeck granules on electron microscopy or demonstration of CD1a and/or Langerin (CD207) in the lesion is the current gold standard for the diagnosis of LCH. [6] Often, cutaneous lesions may be the only clinical finding, and in such cases, diagnosis is performed on the basis of the presence of characteristic S-100 positive LCs. [7] Therapy decision is based on whether the high-or low-risk organs are involved and whether the disease is single system or multisystem. Risk organs and their involvement were defined according to modified Lahey criteria as follows: [4] • Hematopoietic: Anemia and/or leukopenia and/or thrombocytopenia • Liver: Enlargement >3 cm below the costal margin, dysfunction, or both • Spleen: Enlargement >2 cm below the costal margin • Lung: Typical changes via high-resolution computed tomography, histopathological diagnosis, or both.
As per these criteria, our patient had anemia, thrombocytopenia, hepatomegaly (4 cm below costal margin), and splenomegaly (2.5 cm below costal margin).
Localized skin disease are not required to treat always because, in many cases (typically in infants), the lesions will regress spontaneously. For multisystem LCH, the Histiocyte Society suggests that the treatment duration of 12 months reduces the risk of reactivation compared with 6 months of treatment. [8] Patients with multisystem LCH without any risk organ involvement, and those with risk organ involvement but who respond to standard initial therapy, have an excellent chance of long-term survival. Prednisone and vinblastine combination has been proven to be an effective treatment with minimal toxicity, and hence, it is the standard initial therapy for all patients in whom systemic therapy is indicated. [9, 10] Patients with risk organ involvement who do not respond within the first 6 weeks of therapy, especially those with evident clinical progression, have an unfavorable prognosis. [9, 11, 12] For those, an early intensification of therapy is required. Few treatment options exist for patients with recurrent or refractory multisystem or multiorgan involvement; however, promising results are reported with the combination of cladribine and cytarabine [13] and stem cell transplantation. Successful treatment with thalidomide has also been reported. [14] Causes of mortality include disease progression, infectious complications, organ failure, and acute nonlymphoblastic leukemia. The death in our patient was attributed to respiratory failure. The most commonly reported permanent consequences are endocrine (diabetes insipidus, growth hormone deficiency), orthopedic (scoliosis, facial asymmetry), and auditory (hearing loss). Neurocognitive (cerebellar ataxia, learning difficulties), pulmonary (fibrosis, emphysema), and hepatic sequelae (sclerosing cholangitis, cirrhosis) are rare but may cause reduction in quality of life and significant morbidity. Recent discoveries of mutations in BRAF and MAP2K1 genes could change the therapeutic approach in LCH from chemotherapy to targeted therapy, giving better prognosis and a lower rate of long-term therapy-related adverse events. [4] 
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